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(1) biollecting a urinary or blood sample from the subject and 
separating the sample into a first portion and a second 
porKion ; 

(2) performing the following steps (a) and (b) which may be 
perforijied in any order: 



(a) (iN 



(ii) 





(iii) 
(iv) 



(v) 
(vi) 



immobilizing capturing antibody on a 
solid matrix under conditions permitting 
binding of the capturing antibody to the 
solid matrix, wherein the capturing 
antibody specifically binds to an early 
pregnancy associated molecular isofoirm of 
human chorionic gonadotropin; 
:ontacting the immobilized capturing 
jtibody with the first portion of the 
sart\ple^ obtained in step (1) under 
cond^jLt^ons permitting binding of the 
captuirfrng antibody to the early pregnancy 
associsited molecular isoform of human 
choriond\c gonadotropin present in the 
sample soy^as to form a complex; 
removing uf\bound sample from the complex; 
contacting khe complex with a detecting 
antibody which specifically binds to an 
early pregna]\cy associated molecular 
isoform of humaii chorionic gonadotropin, 
under conditionsX permitting, binding of 
the detecting a\tibody to the human 
chorionic gonadotropin so as to form a 
complex; 

removing unbound det^ting antibody; 
determining the amount of detecting 
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antibody which binds to the complex; 




(b) (i) immobilizing a capturing antibody on a 

solid matrix under conditions permitting 
bincmng of the capturing antibody to the 
solid matrix, wherein the capturing 
antibfody specifically binds to intact 
non-nicked human chorionic gonadotropin; 

(ii) contacting the immobilized capturing 
antibody with the second portion of the 
sample \obtained in step (1) under 
conditiori^ permitting binding of the 
capturing \ antibody to the intact non- 
nicked human chorionic gonadotropin 
present in \the sample so as to form a 
complex; 

(iii) removing unboT&id^ sample from the complex; 

(iv) contacting the complex with detecting 
antibody which specifically binds to 
intact non-nicked human chorionic 
gonadotropin under conditions permitting 
binding of the detecting antibody to the 
human chorionic gonadotropin so as to 
form a complex; 

(v) removing unbound detecting antibody; 

(vi) determining the amount of detecting 
antibody which binds t© the complex; 

(3) comparing the amount of antibody measured in step (2) (a) 
with the amount of antibody measured inVstep (2) (b) , so 
as to thereby determine a ratio of the amount of antibody 
measured in step (2) (a) with the amoun\ of antibody 
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Measured in step (2) (b) ; 
(4) rep)eating steps (2) through (3) throughout the apparent 
pregnancy to determine a profile of the ratios, wherein 
a profile of ratios which do not diminish and are greater 
than l\o indicates that the subject is afflicted with 
gestational trophoblast malignancy . - - 



- -68 . (Amended) A me'^hod for detecting gestational trophoblast 
malignancy in a subject which comprises: 

(1) collecting a \irinary or blood sample from the subject and 
separating thev sample into a first portion and a second 
portion; 

(2) performing the fallowing steps (a) and (b) which may be 
performed in any (^rjaQr: 



(a) (i) 



(ii) 



(iii) 
(iv) 




immOUi/dizmg a capturing antibody on a 
solid\ matrix under conditions permitting 
binding of the capturing antibody to the 
solid matrix, wherein the capturing 
antibody \specifically binds to an early 
pregnancy associated molecular isoform of 
human chorijonic gonadotropin; 



contacting ^the immobilized capturing 
antibody withXthe first portion of the 
sample obtained in step (1) under 
conditions permrytting binding of the 
capturing antibody\to the early pregnancy 
associated moleculagr isoform of human 
chorionic gonadotro^Jan present in the 
sample so as to form A complex; 
removing unbound sample \from the complex; 
determining the amount of\ early pregnancy 
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associated molecular isoform of human 
cPiorionic gonadotropin which is bound to 
tha capturing antibody in the complex; 



(3) 



:ibpdy to the intact non- 



(b) (i) immol^ilizing a capturing antibody on a 

solid\matrix under conditions permitting 
binding of the capturing antibody to the 
solid \matrix, wherein the capturing 
antibod^ specifically binds to intact 
non-nickfed human chorionic gonadotropin; 

(ii) contacting the immobilized capturing 
antibody v^ith the second portion of the 
sample obtained in step (1) under 
conditions \permitting binding of the 
capturing ai 

nicked human chorionic gonadotropin 
present in thfe sample so as to form a 
complex; 

(iii) removing unbound\ sample from the complex; 

(iv) determining the \amount of intact non- 
nicked human chorionic gonadotropin which 
is bound to the capturing antibody in the 
complex; 

comparing the amount of early pVegnancy associated 
molecular isoform of human chorakDnic gonadotropin 
measured in step (2) (a) with the amoilgit of intact non- 
nicked human chorionic gonadotropin fneasured in step 
(2) (b) , so as to thereby determine a rat^o of the amount 
of early pregnancy associated molecular i>eoform of human 
chorionic gonadotropin measured in step C2) (a) measured 
in step (2) (a) with the amount of intact noA-nicked human 
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Nchorionic gonadotropin measured in step (2) (b) ; 
(4) rW)eating steps (2) through (3) throughout the apparent 
pr^nancy to determine a profile of the ratios, wherein 
a profile of ratios which do not diminish and are greater 
than \l . 0 indicates that the subject is afflicted with 
gestational trophoblast malignancy, 



-69 . (Amended) A hjethod for detecting gestational trophoblast 
malignancy in a subject which comprises: 

(1) collecting aV urinary or blood sample from the subject and 
separating thfe sample into a first portion and a second 
portion; \ 

(2) performing the following steps (a) and (b) which may be 
performed in any\,rder: 



(a) (i) 



(ii) 



(iii) 



contacting the first portion 
sample^ obtained in step (1) 



captu 



early 



of the 

aring Lantibody which binds to 



an 



associated molecular 



pregnancy 

isof orm ofy human chorionic gonadotropin 
under condrtions permitting binding of 
the capturing antibody to tl^e early 



pregnancy assc>biated molecular isoform of 
hCG present in the sample so as to form a 
complex; 

removing unbound \ sample and unbound 
capturing antibody fVom the complex; 
contacting the compleV with a detecting 
antibody which specifically binds to an 
early pregnancy assocr^ted molecular 
isoform of human chorionicX gonadotropin, 
under conditions permitting, binding of 
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bhe detecting antibody to the human 
chorionic gonadotropin so as to form a 
complex; 

(iv) removing unbound detecting antibody; 

(v) determining the amount of detecting 
antibody which binds to the complex; 



(b) (i) contacting the second portion of the 

sample obtained in step (1) with a 
capturingX antibody which binds to intact 
non-nicked\ human chorionic gonadotropin 
under condoJi^ions permitting binding of 
the capturing antibody to the intact non- 
nicked huma\i chorionic gonadotropin 
present in tl^e sample so as to form a 
complex; \ 

(ii) removing unbound? sample and unbound 
capturing antibody farbm the complex; 

(iii) contacting the complex with a detecting 
antibody which specifically binds to 
intact non-nicked human chorionic 
gonadotropin under conditions permitting 
binding of the detecmng antibody to the 
human chorionic gonadotropin so as to 
form a complex; \^ 

(iv) removing unbound detecting antibody; 

(v) determining the amount\^ of detecting 
antibody which binds to the complex; 

(3) comparing the amount of antibody measured in step (2) (a) 
with the amount of antibody measured in step (2) (b) , so 
as to thereby determine a ratio of the amount \)f antibody 
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\neasured in step (2) (a) with the amount of antibody 
measured in step (2) (b) ; 
(4) repeating steps (2) through (3) throughout the apparent 
pregnancy to determine a profile of the ratios, wherein 
a profile of ratios which do not diminish and are greater 
than l\ 0 indicates that the subject is afflicted with 
gestational trophoblast malignancy. 

- -70 . (Amended) A method for detecting gestational trophoblast 
malignancy in a subject which comprises: 

(1) collecting a urinary or blood sample from the subject and 
separating the\sample into a first portion and a second 
portion; 

(2) performing the fo^llowing steps (a) and (b) which may be 
performed in any order: 

(a) (i) contacting the first portion of the 

sampleX obtained in step (1) with a 
capturing /antibody which binds to an 
early pr4g^ancy associated molecular 



isoform ofX^kuman chorionic gonadotropin 
under conditions permitting binding of 
the capturing antibody to the early 
pregnancy associated molecular isoform of 
human chorionic^gonadotropin present in 
the sample so as ^'o form a complex; 

(ii) removing unbound "^sample and unbound 
capturing antibody frbm the complex; 

(iii) determining the amount of early pregnancy 
associated molecular isoform of human 
chorionic gonadotropin whrch is bound to 
the capturing antibody in tfie complex; 
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(b) (i) 



^ontacting the second portion of the 
sample obtained in step (1) with a 
capturing antibody an intact non-nicked 
human 



\ 



chorionic gonadotropin under 
permitting binding of the 



(ii) 
(iii) 



conduit ions 

capturing antibody to the intact non- 
nicked human chorionic gonadotropin 
present in the sample so as to form a 
complex\ 

removing\ unbound sample and unbound 
capturing^ antibody from the complex; 
determining the amount of intact non- 
nicked human chorionic gonadotropin 
which is boVnd to the capturing antibody 
in the complex; 
comparing the amount of ^arly pregnancy associated 
molecular isoform of human chorionic gonadotropin 
measured in step (2) (a) with t^he amount of intact non- 
nicked human chorionic gonadotropin measured in step 
(2) (b) , so as to thereby determine^ ^^^ratio of the amount 
of early pregnancy associated molecuLar isoform of human 



chorionic gonadotropin measured in "^s^tpp (2) (a) measured 
in step (2) (a) with the amount of intact non-nicked human 
chorionic gonadotropin measured in st^ep (2) (b) ; 
repeating steps (2) through (3) throughout the apparent 
pregnancy to determine a profile of the\ratios, wherein 
a profile of ratios which do not diminish and are greater 
than 1.0 indicates that the subject is afflicted with 
gestational trophoblast malignancy. -- 



-71 



(Amended) The method of any one of claims 67-7G), wherein 
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\he capturing antibody of step (2) (b) is B152 (ATCC 
De^gnation No. HB-12467) ,-- 

--72, (Amended) The method of any one of claims 67-70, wherein 

the capturing antibody of step (2) (a) is B109 is (ATCC 
Designation No. PTA-1624).-- 

--73. (Amended) yThe method of claim 67 or 69, wherein the 

detecting \ antibody of step (2) (b) is B207 (ATCC 
Designation \sro . PTA-1626) 

--74. (Amended) The Vnethod of claim 67 or 69, wherein the 

detecting antibody of step (2) (a) is B108 (ATCC 
Designation No. PTA-1625).-- 



REMARKS 

Claims 67-80 are pending in the subject application. Applicants 
have herein canceled claim 77 without prejudice or disclaimer to 
their right to pursue the subject matter of this claim in a later- 
filed application. Applicant shave also herein amended claims 67- 
74 . Support for these amendments may be found inter alia in the 
specification as follows: page 27, lines 20-21; page 63, lines 6- 
19; and Figure 5. This amendment does not involve any issue of new 
matter. Therefore, entry of this amendment is respectfully 
requested such that claims 67-76 and 78-80. 



Priority 

The Examiner stated that an application in which the benefits of an 
earlier application are desired must contain a specific reference 
to the prior application ( s ) in the first sentence of the 



